Prostanoids stimulate fibrinolysis in the rat.
Fibrinolysis was assessed in urethane-anaesthetized rats challenged by bolus intravenous injection of eicosanoids. A sensitive fibrin plate bioassay was used for this purpose. Classical prostanoids such as PGE2, PGI2, PGD2 and PGF2 alpha produced a dose-related increase in fibrinolysis in the rat which was first evident 15 min post-injection and remained increased until 75 min when experiments were concluded. 6 oxo PGE1, the stable enzymatic metabolite of PGI2, exhibited similar pro-fibrinolytic activity in the rat. The rank order of potency was PGE2 greater than 6 oxo PGE1 greater than PGD2 greater than PGF2 alpha. Neither saline nor Tris-HCl buffer stimulated fibrinolysis. Furthermore, the chemical hydrolysis product of PGI2, 6 oxo PGF1 alpha, and the enzymatic metabolite of PGE2, 15 oxo PGE2, were inactive at doses up to 50 micrograms/kg. LtC4 was also inactive at doses up to 25 micrograms/kg. None of the prostanoids used in this study stimulated fibrinolysis when applied directly to fibrin plates at doses up to 50 micrograms. Prostanoids may owe some of their clinical efficacy in cardiovascular disorders to stimulation of blood fibrinolytic activity.